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<120> MAN 2 AS AS MODIFIERS OF THE IGFR PATHWAY AND METHODS OF USE 
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<160> 6 
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<210> 1 

<211> 4101 

<212> DNA 

<213> Homo sapiens 



<400> 1 

ggctcctcgc gatcttgttc ctttcccctc 



cgcttctctg acctagctgc gcggccccgg 



cccgggagct gccgaacccg cgcctcccct gggtgaggag gacacgcctg ccctcgtcga 
gaaaactttt cctgccgact cagttggggc ggcggtggca ggaagtgcgg gcagcgacct 
ctcctccgcc tgccccgcgc gccctgccgg aggtcggcgc tgagcttgcg atcaagtttg 
tgggggcccc ccttcccagt tgccggcgag tctcgcctcg agaggggcgc ccgaccccgg 
ggagggcggc aggccagggc gaaggccaag ggcgttttgt ggcgccggag actaggtgcg 
gagcaaggcg gggactcgca cccgcatccg agagcgcgga ggtcgcgcag cccgggagaa 
gggagcctcc ggcggctgct tcctagagtc cacagtgcgc tgtctccttt ggctgaggag 
agtgtcctgg ccccgagtct atcgaggaaa atgaagttaa gccgccagtt caccgtgttc 
ggcagtgcga tcttctgtgt ggtgattttc tcgctctacc tgatgctgga ccggggtcac 
ttagactacc ccaggaaccc gcgccgcgag ggctccttcc ctcagggcca gctctcaatg 
ttgcaagaaa aaatagacca tttggagcgt ttgctagctg agaataatga gatcatctca 
aatattagag actcagtcat caatttgagt gagtctgtgg aggatggtcc gaaaagttca 
caaagcaatt tcagccaagg tgctggctca catcttctgc cctcacaatt atccctctca 
gttgacactg cagactgtct gtttgcttca caaagtggaa gtcacaattc agatgtgcag 
atgttggatg tttacagtct aatttctttt gacaatccag atggtggagt ttggaagcaa 
ggatttgaca ttacttatga atctaatgaa tgggacactg aaccccttca agtctttgtg 
gtgcctcatt cccataacga cccaggttgg ttgaagactt tcaatgacta ctttagagac 
aagactcagt atatttttaa taacatggtc ctaaagctga aagaagactc acggaggaag 
tttatttggt ctgagatctc ttacctttca aagtggtggg atattataga tattcagaag 
aaggatgctg ttaaaagttt aatagaaaat ggtcagcttg aaattgtgac aggtggctgg 
gttatgcctg atgaagctac tccacattat tttgccttaa ttgatcaact aattgaagga 
catcagtggc tggaaaataa tataggagtg aaacctcggt ccggctgggc tattgatccc 
tttggacact caccaacaat ggcttatctt ctaaaccgtg ctggactttc tcacatgctt 
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atccagagag ttcattatgc agttaaaaaa cactttgcac tgcataaaac attggagrtt 
ttttggagac agaattggga tctgggatct gtcacagata ttttatgcca catgatgccc 
ttctacagct atgacatccc tcacacttgt ggacctgatc ctaaaatatg ctgccagttt 
gattttaaac gtcttcctgg aggcagattt ggttgtccct ggggagtccc cccagaaaca 
atacatcctg gaaatgtcca aagcagggct cggatgctac tagatcagta ccgaaagaag 
tcaaagcttt ttcgtaccaa agttctcctg gctccactag gagatgattt ccgctactgt 
gaatacacgg aatgggattt acagtttaag aattatcagc agctttttga ttatatgaat 
tctcagtcca agtttaaagt taagatacag tttggaactt tatcagattt ttttgatgcg 
ctggataaag cagatgaaac tcagagagac aagggccagt cgatgttccc tgttttaagt 
ggagattttt tcacttatgc cgatcgagat gatcattact ggagtggcta ttttacatcc 
agaccctttt acaaacgaat ggacagaatc atggaatctc atttaagggc tgctgaaatt 
ctttactatt tcgccctgag acaagctcac aaatacaaga taaataaatt tctctcatca 
tcactttaca cggcactgac agaagccaga aggaatttgg gactgtttca acatcatgat 
gctatcacag gaactgcaaa agactgggtg gttgtggatt atggtaccag actttttcat 
tcgttaatgg ttttggagaa gataattgga aattctgcat ttcttcttat tttgaaggac 
aaactcacat acgactctta ctctcctgat accttcctgg agatggattt gaaacaaaaa 
tcacaagatt ctctgccaca aaaaaatata ataaggctga gtgcggagcc aaggtacctt 
gtggtctata atcctttaga acaagaccga atctcgttgg tctcagtcta tgtgagttcc 
ccgacagtgc aagtgttctc tgcttcagga aaacctgtgg aagttcaagt cagcgcagtt 
tgggatacag caaatactat ttcagaaaca gcctatgaga tctcttttcg agcacatata 
ccgccattgg gactgaaagt gtataagatt ttggaatcag caagttcaaa ttcacattta 
gctgattatg tcttgtataa gaataaagta gaagatagcg gaattttcac cataaagaat 
atgataaata ctgaagaagg tataacacta gagaactcct ttgttttact tcggtttgat 
caaactggac ttatgaagca aatgatgact aaagaagatg gtaaacacca tgaagtaaat 
gtgcaatttt catggtatgg aaccacaatt aaaagagaca aaagtggtgc ctacctcttc 
ttacctgatg gtaatgccaa gccttatgtt tacacaacac cgccctttgt cagagtgaca 
catggaagga tttattcgga agtgacttgc ttttttgacc atgttactca tagagtccga 
ctataccaca tacagggaat agaaggacag tctgtggaag tttccaatat tgtggacatc 
cgaaaagtat ataaccgtga gattgcaatg aaaatttctt ctgatataaa aagccaaaat 
agattttata ctgacctaaa tgggtaccag attcaaccta gaatgacact gagcaaattg 
cctcttcaag caaatgtcta tcccatgacc acaatggcct atatccagga tgccaaacat 
cgtttgacac tgctctctgc tcagtcttta ggggtttcga gtttgaatag tggtcagatt 
gaagttatca tggatcgaag actcatgcaa gatgataatc gtggccttga gcaaggtatc 
caggataaca agattacagc taatctattt cgaatactac tagaaaaaag aagtgctgtt 
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aatacggaag aagaaaagaa gtcggtcagt tatccttctc tccttagcca cataacttct 
tctctcatga atcatccagt cartccaatg gcaaataagt tctcacctac ccttgagctg 
caaggtgaat tctctccatt acagtcatct ttgccttgtg acattcatct ggttaatttg 
agaacaatac agtcaaaggt gggcaatggg cactccaatg aggcagcctt gatcctccac 
agaaaagggt ttgattgtcg gttctctagc aaaggcacag ggctgttttg ttctactact 
cagggaaaga tattggtaca gaaactttta aacaagttta ttgtcgaaag tctcacacct 
tcatcactat ccttgatgca ttcacctccc ggcactcaga atataagtga gatcaacttg 
agtccaatgg aaatcagcac attccgaatc cagttgaggt gaacctgact ttcacatttg 
gattgagaat cattggcttt tatacctttc ttggtttgac gtgcaataaa gaagcacatt 
attttagctt ctggctactg tgagaacatg aattctgtga ttctgtgggt tttttctttt 
ttcttttacc agtacagtaa g 
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<210> 2 

<211> 3599 

<212> DNA 

<213> Homo sapiens 

<400> 2 

aaaatgaagt taagccgcca gttcaccgtg ttcggcagtg cgatcttctg tgtggtgatt 
ttctcgctct acctgatgct ggaccggggt cacttagact accccaggaa cccgcgccgc 
gagggctcct tccctcaggg ccagctctca atgttgcaag aaaaaataga ccatttggag 
cgtttgctag ctgagaataa tgagatcatc tcaaatatta gagactcagt catcaatttg 
agtgagtctg tggaggatgg tccgaaaagt tcacaaagca atttcagcca aggtgctggc 
tcacatcttc tgccctcaca attatccctc tcagttgaca ctgcagactg tctgtttgct 
tcacaaagtg gaagtcacaa ttcagatgtg cagatgttgg atgtttacag tctaatttct 
tttgacaatc cagatggtgg agtttggaag caaggatttg acattactta tgaatctaat 
gaatgggaca ctgaacccct tcaagtcttt gtggtgcctc attcccataa cgacccaggt 
tggttgaaga ctttcaatga ctactttaga gacaagactc agtatatttt taataacatg 
gtcctaaagc tgaaagaaga ctcacggagg aagtttattt ggtctgagat ctcttacctt 
tcaaagtggt gggatattat agatattcag aagaaggatg ctgttaaaag tttaatagaa 
aatggtcagc ttgaaattgt gacaggtggc tgggttatgc ctgatgaagc tactccacat 
tattttgcct taattgatca actaattgaa ggacatcagt ggctggaaaa taatatagga 
gtgaaacctc ggtccggctg ggctattgat ccctttggac actcaccaac aatggcttat 
cttctaaacc gtgctggact ttctcacatg cttatccaga gagttcatta tgcagttaaa 
aaacactttg cactgcataa aacattggag tttttttgga gacagaattg ggatctggga 
tctgtcacag atattttatg ccacatgatg cccttctaca gctatgacat ccctcacact 
tgtggacctg atcctaaaat atgctgccag tttgatttta aacgtcttcc tggaggcaga 



60 
120 
180 
240 
300 
360 
420 
480 
540 
600 
660 
720 
780 
840 
900 
960 
1020 
1080 
1140 



3/18 

BEST AVAILABLE COPY 



WO 2005/073725 



PCT/US2005/003483 



EX05 -005patenti n . txt 
tttggttgtc cctggggagt ccccccagaa acaatacatc ctggaaatgt ccaaagcagg 

gctcggatgc tactagatca gtaccgaaag aagtcaaagc tttttcgaac caaagttctc 

ctggctccac taggagatga tttccgctac tgtgaataca cggaatggga tttacagttt 

aagaattatc agcagctttt tgattatatg aattctcagt ccaagtttaa agttaagata 

cagtttggaa ctttatcaga tttttttgat gcgctggata aagcagatga aactcagaga 

gacaagggcc aatcgatgtt ccctgtttta agtggagatt ttttcactta tgccgatcga 

ctattttaca tccagaccct tttacaaacg aatggacaga 

ggctgctgaa attctttact atttcgccct gagacaagct 



gatgatcatt actggagtgg 
atcatggaat ctcatttaag 



cacaaataca 
agaaggaatt 
gtggttgtgg 



agataaataa atttctctca tcatcacttt acacggcact gacagaagcc 
tgggactgtt tcaacatcat gatgctatca caggaactgc aaaagactgg 
attatggtac cagacttttt cattcgttaa tggttttgga- gaagataatt 



ggaaattctg catrtcttct tattgggaag gacaaactca catacgactc ttactctcct 
gataccttcc tggagatgga tttgaaacaa aaatcacaag attctctgcc acaaaaaaat 



ataataaggc 
cgaatctcgt 



tgagtgcgga gccaaggtac cttgtggtct ataatccttt agaacaagac 
tggtctcagt ctatgtgagt tccccgacag tgcaagtgtt ctctgcttca 



ggaaaacctg tggaagttca agtcagcgca gtttgggata cagcaaatac tatttcagaa 

acagcctatg 
attttggaat 



agatctcttt tcgagcacat ataccgccat tgggactgaa agtgtataag 
cagcaagttc aaattcacat ttagctgatt atgtcttgta taagaataaa 
gtagaagata gcggaatttt caccataaag aatatgataa atactgaaga aggtataaca 
ctagagaact cctttgtttt acttcggttt gatcaaactg gacttatgaa gcaaatgatg 
actaaagaag atggtaaaca ccatgaagta aatgtgcaat tttcatggta tggaaccaca 
attaaaagag acaaaagtgg tgcctacctc ttcttacctg atggtaatgc caagccttat 
gtttacacaa caccgccctt tgtcagagtg acacatggaa ggatttattc ggaagtgact 
tgcttttttg accatgttac tcatagagtc cgactatacc acatacaggg aatagaagga 
cagtctgtgg aagtttccaa tattgtggac atccgaaaag tatataaccg tgagattgca 
atgaaaattt cttctgatat aaaaagccaa aatagatttt atactgacct aaatgggtac 
cagattcaac ctagaatgac actgagcaaa ttgcctcttc aagcaaatgt ctatcccatg 
accacaatgg cctatatcca ggatgccaaa catcgtttga cactgctctc tgctcagtca 
ttaggggttt cgagtttgaa tagtggtcag attgaagtta tcatggatcg aagactcatg 
caagatgata atcgtggcct tgagcaaggt atccaggata acaagattac agctaatcta 
tttcgaatac tactagaaaa aagaagtgct gttaatacgg aagaagaaaa gaagtcggtc 
agttatcctt ctctccttag ccacataact tcttctctca tgaatcatcc agtcattcca 
atggcaaata agttctcctc acctaccctt gagctgcaag gtgaattctc tccattacag 
tcatctttgc cttgtgacat tcatctggtt aatttgagaa caatacagtc aaaggtgggc 
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agccttgatc ctccacagaa aagggtttga ttgtcggttc 



tctagcaaag gcacagggct gttttgttct actactcagg gaaagatatt ggtacagaaa 
cttttaaaca agtttattgt cgaaagtctc acaccttcat cactatcctt gatgcattca 
cctcccggca ctcagaatat aagtgagatc aacttgagtc caatggaaat cagcacattc 
cgaatccagt tgaggtgaac ctgactttca catttggatt gagaatcatt ggcttttata 
cctttcttgg ,-tttgacgtgc aataaagaag cacattattt tagcttctgg ctactgtgag 
aacatgaatt ctgtgattct gtgggttttt tctttttttc ttttaccagt acagtaaga 
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<210> 
<2 11> 
<212> 
<2 13> 



3 

4439 
DNA 

Homo sapiens 



<4O0> 3 

cactagcgca ttctgcccta caaggcagtg tgaagctact tacatagtat tttcaacagg 

ttaatccaca cagtgactcc atgaaggaaa taatacaagc attacctcca ttttacaggc 

aagaaaatag atatttagga agaagaaatt actatcctaa ggtttcacag ttggcacatg 

atagagtcct ctttcttatt cttrtggaga tctaatgata ccataaatga agggttttcc 

ta-tgtgttat ttttatagta catgggcagg gtgttttaaa tgtattgaaa tgaattagaa 

at-ttttatca tatgatttaa aattgctgtg tgtatcatgt ggtcttgtga tgactcagaa 

ttccttaaat gactcttctc ttccttcaaa caaaatctta gcagtacccc tacaaaatat 

cagtgtgaaa caccataaca taggttattc cagccaagac tctgaggtga ggacagcttt 

aaactgttca ggcacattaa aatcaaatca gtggtggaga ttctggcagc tattcaggaa 

agatgtctct ttagtacatt aaaaaatctt atcccctagt gaggatgatc aggcgtttgg 

gcatattcct gtctgtggcc agagaacaga ggaaagaatc agttttatca caatgtcagt 

gctgagcagc acatgactct tttcaaaaac tgtatgtttc ttaatttttc cagggatttt 

taattcattt atcataaaca ccttccaact ttaggaaaca aaatgtatta agatgattgt 

atnttaaaat attcagaggc ctaaaccatt catgacattg atacttaaat ggatatgaga 

aa-ttttattg caagaaaagg tatactgacc ctcttagctg acttgtcatg tttagtattt 

ttatttttgc ctgcctatca acaatagctt ctgcagtatc aatttaaatg atacatcaag 

ctggtaaatg tgagctggcc taccaagtga aagcataact aaatttaaat agctctgata 

taaaaataat gaatcagtac atcaaagatt aagaatgcag ttagcaaaaa ttaatgttca 

ataaagaagc atgtgtgact tttaagttag atggtatgtc attcaatgac cagataagga 

ctaagttcag gtgcagttta ttcaactgat gtgtgtgttt gaaaaataag acgaaaacat 

aatgctttat ttgaataaac tttaataaaa caatatataa tgtatggaca taaggaaacc 

taagtcctcg gggattatag gggaaaccaa ggcatgaggt tacctaacaa ggaaccttag 

aacataatct tacctggctc agtacacgta ggagagaatg gtagcaggtg aatgggcagt 

gagcatggac ctgaggagaa atgaatttgc ctaactttct tgctaaataa atgtgctttt 
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ggatgctgac atcgagagag tggtgtgtga agtaccataa atatttgctt tattgtctgc 
gcggtgtgac tgcattctgc tcatttgcag gtgggcaatg ggcactccaa tgaggcagcc 
ttgatcctcc acagaaaagg gtttgattgt cggttctcta gcaaaggcac agggctgttt 
tgttctacta ctcagggaaa ganattggta cagaaacttt taaacaagtt tattgtcgaa 
agtctcacac cttcatcact atccttgatg cattcacctc ccggcactca gaatataagt 
gagatcaact tgagtccaat ggaaatcagc acattccgaa tccagttgag gtgaacctga 
ctttcacatt tggattgaga atcattggct tttatacctt tcttggtttg acgtgcaata 
aagaagcaca ttattttagc ttctggctac tgtgagaaca tgaattctgt gattctgtgg 
gttttttctt ttttctttta ccagtacagt aagaaaaaaa aaaaaaaaaa aaaagccatg 
ctatcaatca agattctttt tttttaaact ttctcccatg aactaccacc atcagtatga 
attgatgcaa caaatgaaga aatatttaaa gacagcctct caacagattg tatctcaggt 
taaatgctaa ctaattatgt ctgtgttggg ggttgcgaag agattcttaa aagtatctgt 
gtgttgatca tcagttttac aaaaacacct atttggctga aatggaataa aatgtttgtg 
ggtaaaagct aatggccaaa atggttgcaa tcattcatac tagttagaaa aattatgtgt 
tgaaataagt ggaaaagtgc aatccatcca cccttatgat taacgtagat gatttttata 
cctttttctg atgtacctct tgaccttctc cttcccttcc taccctttct gagtatttcc 
agaaatacct gattttgaat cattcaacag tagaaaaaga ggcatatttt cattacttga 
caatgtggga tgggtgcaat ttattccatc ttcactaaaa tagaagcaat tccataggta 
ccataaacct atrttaggta ccacaaggtg tctttttaca cagctcautt gaatacaggt 
gttctgagaa ggggtttcta ttttaaaatt accatatcaa aataaatgtg ccttattttt 
ttataagtct tgrtaaatca gtgtccatat tactgtttgg ggaaggggga atgttgtggg 
gtctgggaga gggtgggtac tttctatgac acataaattg tgtaattttt gcctgacaat 
gctggccaca ttctgatctg tttcattaaa tttgtggtga tgttactcta aacattttga 
ctatttgaat gtactgagat gtcagaaaac aaaacaagga aggaaaatat tgttaattaa 
aatgtgctgc tgccaaggaa actgcaactt gaagcaagga ttttgtaaaa tgcaaaatcc 
agctactgtt tccatttcac agtagttaac tatattaaag agagaatgct ttaaaattga 
tcttgttttg aaacctactt ttatgtagct catcatggtt tatcttacta aggaatatgt 
ttgttcattc agttctcaac ttttgtatgt gctaacctta aagtgaagtt ctgagcccat 
gtgccattac agtgctttta ataaaattta tttgggatta ttgtttcctt aacattaaaa 
taatagcgac atntagacta ttcaatttta gcatagaaag gagtctttga gtatgtacag 
ttttgaaaat tctctttgag ataattgatt tcatattctg tggctttcaa cctccattta 
cctcttgtca ttccaacatc tttatagaga aataaaaacc caatttctct ttcaccattt 
agtttgatta tcatctggat tttcactcaa gatgcagctc ctaagattat tgttatgtta 
aattcataaa ctccttcacc tttaataatt aaggaaacaa taccagtgtt gataaagata 
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ttacaagggg taatttcatg caataaacat gtaccgtaag ttttcttcca catattttgg 
gaaaaaacta aaaaaagaaa aaggacttcc tttttgtgga catctacaga tgttagggtt 
gccagaagca aatcccagga atgagatcag tattttcatt gcatcttaaa tgtataacct 
tcctgtggga gttcagtttg tctgtggtta agtgggtgtg cttaatcatt ctcgaaattg 
tgatcagatg aaataaaaaa aaaatcttga tgcaataaca gtggttttgc cacttctggt 
tgtttgcgat ggatctgtcc catgtcagtc tggggtttta ttcagcttgt gttgctacca 
gcagttcaca ggtaaagcag aaattctctt taaccagcaa gtttctgctt tttaaggtta 
cttttagaat aaatcatcag ggaaacagag aggatgcttt gctttgggtt gtagtcaaaa 
actgattaaa taatttaatg tctctggcac acactaaaaa ccatacactt cagttgtgat 
ctcagtggca tatttatttg gttaggtttc gttacattta ttattacaga tgttcagttg 
accaagtagt tcagtgtttt ctttcctttt tttggaaatt ttagtttgag tttgtgactg 
cagtgtucaa gaactcagca tccttgtttt ctacaaatac tgattaaaat aaaatgctgt 
aaaatgtgat gtaaaacatt atcatgatct tcccatgcct ttgttgtact tgtgccgaag 
tgttttgata ttcctttgtc tggaagaaaa tgtttgcttt cattttgatc attttgttca 
ccttggaatc aacaggtttt gatattttct cttggaagat tttatatctt tttgggaata 
tgtaatataa gatctctaat aaaagataat cttatcatgt aagaaaaaaa aaaaaaaaa 
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<210> 4 

<211> 4917 

<212> DNA 

<213> Homo sapiens 

<400> 4 

ggcagctcgg ccgactgggc ccggagcggc 
aggccagtat gaagctgaaa aagcaggtga 
cagtcttctc gctctacctc atgctggacc. 
atggtgggaa cttcccccgg agccaaattt 
agcagctttt ggaggagaac catgagatta 
tgacagccaa cgcagagggc ccgcccgcca 
gggtggtgcc accggagccc cggcccagct 
ttgctntggg gggccggggt cagaagccag 
tgccgtttga caacgtggat ggtggtgtgt 
cgcacgactg ggatgctgaa gacctgcagg 
caggctggat caagaccttt gacaagtact 
gcatggtgtc taagctgcag gaggaccccc 
tcttcgccaa gtggtgggac aacatcaatg 
tgggaaacgg gcagctggag attgcgacag 



gcggaggccg ggcgctgacg gtgtgtgtgg 
cagtgtgtgg ggctgccatc ttctgtgtgg 
gagtgcaaca cgatcccacc cgacaccaga 
ctgtgctgca gaaccgcatt gagcagctgg 
tcagccatat caaggactcc gtgctggagc 
tgctgcccta ctacacggtc aatggctcct 
tcttctccat ctccccgcag gactgccagt 
agctgcagat gctcactgtg tcggaggagc 
ggaggcaagg cttcgacatc tcctacgacc 
tgtttgtggt gccccactct cacaatgacc 
acacagagca gacccaacac atcctcaata 
ggcggcgctt cctctgggca gaggtctcct 



tccaaaagag 
gaggctgggt 



agcggcagtc cgaaggctgg 
gatgccagat gaggccaatt 
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cccactactt ngcattgatt gaccagctca tcgaaggaca ccagtggctg gagagaaatc 

ttggtgcaac cccccgctct ggctgggcag tggacccctt tggatacagc tccaccatgc 

cttaccngct gcgccgtgcc aacctcacca gcatgctgat tcagagagtg cactatgcca 

tcaagaagca ctttgctgcc acccacagcc tagagttcat gtggaggcag acatgggact 

cggacticcag cacagacatc ttctgtcaca tgatgccctt ctacagctat gacgtccccc 

atacctrgugg cccagatccc aagatctgct gccaatttga tttcaaacgc ctgcctggtg 

ggcgcatcaa ctgcccttgg aaggtgccac cccgggccat cacagaggcc aacgtggcag 

agagggcagc cctgcttctg gaccaatacc ggaagaagtc ccagctgttc cgaagcaacg 

tcctcctggt gcctcttgga gatgacttcc gatatgacaa gccccaggag tgggatgccc 

agttcttcaa ctaccaacgg ctctttgact tcttcaacag caggcctaac ctccatgtgc 

aggccc'agtt tggcactctt tctgactatt ttgatgccct gtacaagaggacaggggtgg 

agccaggggc ccggcctcca gggtttcctg tgctgagcgg ggatttcttc tcctatgcgg 

accgggagga tcattactgg acaggctatt acacttcccg gcccttctac aagagcttag 

accgagtcct ggaagcccac ctgcgggggg cagaggttct gtacagcctg gctgcagctc 

acgctcgccg ctctggtctg gctggccggt acccactgtc tgatttcacc ctcctgacgg 

aagctcggcg cacattgggg ctcttccagc atcacgatgc catcactggc acggccaagg 

aggctgtggt ggtggactat ggggtcaggc ttctgcgctc ccttgtcaac ctgaagcagg 

tcatcattca tgcagcccac tatctggtgc tgggggacaa ggagacctac cactttgacc 

ctgaggcgcc cttcctccaa gtggatgaca ctcgcttaag tcacgacgcc ctcccagagc 

gcacggtgat ccagctggat tcctcgccca ggtttgtggt cctattcaac ccactggaac 

aggagcgatt cagcatggtg tccctgctgg tcaactctcc ccgcgtgcgt gtcctttcgg 

aggagggtca gcccctggcc gtgcagatca gcgcacactg gagctctgcc accgaggcgg 

tccctgacgt ctaccaggtg tctgtgcctg tccgcctgcc agccctgggc ctgggcgtgc 

tgcagctaca gctgggcctg gatgggcacc gcacgctgcc ctcctctgtg cgcatctacc 

tgcacggccg gcagctgtcc gtcagcaggc acgaagcgtt tcctctccgt gtcattgact 

ctggcaccag cgacttcgcc ctcagcaacc gctacatgca ggtctggttc tcaggcctta 

ctgggctcct caaggggtca gggctgtgtt ttttggcaga gcatccgaag ggtggatgag 

gagcacgagc agcaggtgga catgcaggtc cttgtctatg gcacccgtac gtccaaagac 

aagagtiggag cctacctctt cctgcccgat ggcgaggcaa gccctacgtc cccaaggagc 

cccccgtgct gcgtgtcact gaaggccctt tcttctcaga ggtggttgcg tactatgagc 

acattcacca ggcggtccgg ctttacaatc tgccaggggt ggaggggctg tctctggaca 

tatcaticcct ggtggacatc cgggactacg tcaacaagga gctggccctg cacatccata 

cagacancga cagccagggt gcagccccga cggtatctga agaagctccc cctccaggcc 

aacttctacc ccatgccagt catggcctat atccaggacg cacagaagcg cctcacgctg 
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cacactgccc aggccctggg tgtctctagc ctcaaagatg gccagctgga ggtgatcttg 

gaccggcggc tgatgcagga tgacaaccgg ggcctaggcc aagggctcaa ggacaacaag 

agaacctgca accgtttccg cctcctgcta gagcggcgaa ccgtgggcag tgaggtccaa 

gatagccact ctaccagcta cccatccctc ctcagccacc tgacctccat gtacctgaac 

gccccggcgc tcgctctgcc tgtagccagg atgcagctcc caggccctgg tctgcgctca 

tttcatcctc tggcttcctc actgccctgt gacttccacc tgctcaacct acgtacgctc 

caggctgagg aggacaccct accctcggcg gagaccgcac tcatcttaca ccgcaagggt 

tttgactgcg gcctggaggc caagaacttg ggcttcaact gcaccacaag ccaaggcaag 

gtagccctgg gcagcctttt ccatggcctg gatgtggtat tccttcagcc aacctccttg 

acgttactgt accctctggc ctccccgtcc aacagcactg acgtctattt ggagcccatg 

"gagaf tgcta "cctttcgcct ccgcttgggt^tagggcttct-tgtggec-cga agagaaagtt- 

cattcacaga gactgcctct naacatgaag atcattggac aagccacacg ggtatcccat 

cccgatctgc ctcccagaac tgtgacacac tgggctctgc cctcattttc tgtttattgc 

tgctgctgtg ttttcggcgc aacccacaaa cccagtgatg ggtaaatagg gcagacgcca 

gtgagatcag ggagagaagg cccttggtca gagtgggcag tgccaggctc tgctttgggt 

tgtgagtgga cacccaactg ggcacaggct caggcaccca tcctttttcc aaacagggat 

atagaagtgg tggaagcaga cagaagaggt aagggaggct aagtgggtaa cagcccagca 

tcagggtcac tgtggcaaca gcaggctcta ggggaatcct gtggttatgt agagactcca 

tgtcctggtg tgatgagcag gatcagagtg actctgggag gacaggggtg gggacccaga 

gttagcagtg gggatggagc agtagaagga atcactgttt ctcctaggag tctgaaggcc 

tcgctgcttt ctgtgatggc tttgcagtaa gtgccgcctg gcctgcatgc attggctaac 

aggctgcaga atggcaggaa ggactcgcta gagattgtca tggccagaga tcataggtca 

cttcaggtag caagacccct ggcaaactgg gcacttggcc tatgtactga tttgtgggat 

ggtggcaggg gtgtggggtc cttcaccctg cctgaattct ctttggcttc tgtgctctgt 

atgctgctgt ccccaagggc tctttcttat tatggcaggg agtggggatt ggtcctactt 

tctttctctg gaaaggaaag cctccaagac tccatgtgct tgggcagctt gagaaggcgt 

tcagcaccac gcctagcagg cagaccttga agcctcacct ttagtctatc tgcagaggta 

ttcagttcct ggcacagggg actaggggca tgtagagtat atgaggaggc agtatggctg 

tgcaggagcc ttcatttcag cttcaattaa tagggaagaa tttatgatag ctctatagat 

gctgaaaagg tatttcgtaa gatttaaaat ccatccctta ttaaaactct tagtaaatta 

agtctggaaa gaaacaccct aatctagata aaggtctgtt tcagaaacca acagtgatgg 

cattctaaag agtcagacgc cacaggcatt cccattaaag tcagaaacta gccaagggca 

agctattatt cagcagtgtc ccggcactac taacccctgc aacaagccag atgaggaaca 

taaggaagaa ttataattgt cattatttgt agacaataaa actgcctacc tgtaaaa 
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<210> 5 

<211> 1143 

<212> PRT 

<213> Homo sapiens 

<400> 5 

Met Lys Leu Ser Arg Gin Phe Thr Val Phe Gly Ser Ala He Phe Cys 
1 5 10 15 

val Val lie Phe Ser Leu Tyr Leu Met Leu Asp Arg Gly His Leu Asp 

20 25 30 

Tyr Pro Arg Asn Pro Arg Arg Glu Gly ser Phe Pro Gin Gly Gin Leu 
35 40 45 

"serTietfnLc^ — 

50 55 60 

Asn Asn Glu lie lie ser Asn lie Arg Asp Ser val lie Asn Leu Ser 
65 70 75 80 

Glu Ser Val Glu Asp Gly Pro Lys Ser Ser Gin Ser Asn Phe Ser Gin 

85 90 95 

Glv Ala Gly Ser His Leu Leu Pro Ser Gin Leu Ser Leu Ser Val Asp 
y 100 105 110 

Thr Ala Asp Cys Leu Phe Ala Ser Gin ser Gly Ser His Asn ser Asp 
115 120 125 

val Gin Met Leu Asp Val Tyr ser Leu lie Ser Phe Asp Asn Pro Asp 
130 135 140 

Gly Gly Val Trp Lys Gin Gly Phe Asp lie Thr Tyr Glu ser Asn Glu 
145 150 155 160 

Trp asp Thr Glu Pro Leu Gin val Phe val val Pro His Ser His Asn 

165 170 175 

Asp pro Gly Trp Leu Lys Thr Phe Asn Asp Tyr Phe Arg Asp Lys Thr 

180 185 190 

Gin Tvr lie Phe Asn Asn Met val Leu Lys Leu Lys Glu Asp Ser Arg 
195 200 205 

Arq lvs Phe lie Trp Ser Glu lie ser Tyr Leu Ser Lys Trp Trp Asp 
210 215 220 

lie lie Asp lie Gin Lys Lys Asp Ala val Lys ser Leu lie Glu Asn 
225 230 235 240 
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Glv Gin Leu Glu lie Val Thr Gly Gly Trp val Met pro Asp Glu Ala 
y 245 250 255 

Thr Pro His Tyr Phe Ala Leu lie Asp Gin Leu lie Glu Gly His Gin 

260 265 270 

Tro Leu Glu Asn Asn lie Gly Val Lys Pro Arg ser Gly Trp Ala He 
K 275 280 285 

asd Pro Phe Gly His Ser Pro Thr Met Ala Tyr Leu Leu Asn Arg Ala 
^ 290 295 300 

Glv Leu Ser His Met Leu lie Gin Arg val His Tyr Ala Val Lys Lys 
305 310 315 320 

~His~Phe~Alart:eu~ Hi s- Lys~Thr~Leu - GTu-Phe-Phe-Trp-Arg-Gln-Asn-Trp 

325 330 335 

asd Leu Gly Ser Val Thr Asp He Leu Cys His Met Met Pro Phe Tyr 

340 345 350 

Ser Tyr Asp lie Pro His Thr cys Gly Pro Asp Pro Lys lie Cys cys 
355 360 365 

Gin Phe Asp Phe Lys Arg Leu Pro Gly Gly Arg Phe Gly Cys Pro Trp 
370 375 380 

Glv val Pro Pro Glu Thr lie His Pro Gly Asn val Gin ser Arg Ala 
385 390 395 400 

Arq Met Leu Leu Asp Gin Tyr Arg Lys Lys Ser Lys Leu Phe Arg Thr 
* 405 410 415 

Lys Val Leu Leu Ala Pro Leu Gly Asp Asp Phe Arg Tyr cys Glu Tyr 

420 425 430 

Thr Glu Trp Asp Leu Gin Phe Lys Asn Tyr Gin Gin Leu Phe Asp Tyr 
435 440 445 

Met Asn Ser Gin Ser Lys Phe Lys Val Lys lie Gin Phe Gly Thr Leu 
450 455 460 

Ser Asp Phe Phe Asp Ala Leu Asp Lys Ala Asp Glu Thr Gin Arg Asp 
465 470 475 480 

Lys Gly Gin ser Met Phe Pro Val Leu Ser Gly Asp Phe Phe Thr Tyr 

485 490 495 

Ala Asp Arg Asp Asp His Tyr Trp Ser Gly Tyr Phe Thr ser Arg Pro 

500 505 510 
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Phe Tyr Lys Arg Met Asp Arg lie Met Glu ser His Leu Arg Ala Ala 
515 520 525 

Glu lie Leu Tyr Tyr Phe Ala Leu Arg Gin Ala His Lys Tyr Lys lie 
530 535 540 

Asn Lys Phe Leu Ser ser ser Leu Tyr Thr Ala Leu Thr Glu Ala Arg 
545 550 555 560 

Arq Asn Leu Gly Leu Phe Gin His His Asp Ala lie Thr Gly Thr Ala 

565 570 575 

Lvs Asp Trp val val val Asp Tyr Gly Thr Arg Leu Phe His ser Leu 
y 580 585 590 

"Met _ vai _ ce'a-Gl u~L:ys-Tl e~il e-G-Ty-Asri-ser-A-l-a-Phe-beu-Leu-l-le-Lreu — 

595 600 605 

Lvs Asp Lys Leu Thr Tyr Asp Ser Tyr ser Pro Asp Thr Phe Leu Glu 
610 615 620 

Met Asp Leu Lys Gin Lys Ser Gin Asp ser Leu Pro Gin Lys Asn lie 
625 630 635 640 

lie Arq Leu ser Ala Glu Pro Arg Tyr Leu Val Val Tyr Asn Pro Leu 

645 650 655 

Glu Gin Asp Arg lie ser Leu val Ser Val Tyr Val Ser ser Pro Thr 

660 665 670 

val Gin Val Phe ser Ala Ser Gly Lys Pro val Glu val Gin val Ser 
675 680 685 

Ala Val Trp Asp Thr Ala Asn Thr lie Ser Glu Thr Ala Tyr Glu lie 
690 695 700 

Ser Phe Arq Ala His lie Pro Pro Leu Gly Leu Lys Val Tyr Lys lie 
705 710 715 720 

Leu Glu Ser Ala ser Ser Asn ser His Leu Ala Asp Tyr Val Leu Tyr 

725 730 735 

Lys Asn Lys val Glu Asp ser Gly lie Phe Thr lie Lys Asn Met lie 

740 745 750 

Asn Thr Glu Glu Gly lie Thr Leu Glu Asn Ser Phe val Leu Leu Arg 
755 760 765 

Phe Asp Gin Thr Gly Leu Met Lys Gin Met Met Thr Lys Glu Asp Gly 
770 775 780 
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Lys His His Glu Val Asn val Gin Phe Ser Trp Tyr Gly Thr Thr lie 
785 790 795 800 

Lvs Arg Asp Lys ser Gly Ala Tyr Leu Phe Leu Pro Asp Gly Asn Ala 

805 810 815 

Lvs Pro Tyr val Tyr Thr Thr Pro Pro Phe val Arg val Thr His Gly 
y 820 825 830 

Arq lie Tyr ser Glu val Thr Cys Phe Phe Asp His Val Thr His Arg 
835 840 845 

Val Arq Leu Tyr His He Gin Gly He Glu Gly Gin ser Val Glu val 
850 855 860 



ser Asn il^/al Asp il^AT^t^s~val-Tyr-Asn-Arg-Glu-I-Te-ATa-Met 

865 870 875 880 

Lvs lie ser ser Asp lie Lys Ser Gin Asn Arg Phe Tyr Thr Asp Leu 
y 885 890 895 

Asn Gly Tyr Gin lie Gin Pro Arg Met Thr Leu Ser Lys Leu Pro Leu 

900 905 910 

Gin Ala Asn Val Tyr Pro Met Thr Thr Met Ala Tyr He Gin Asp Ala 
915 920 925 

Lys His Arg Leu Thr Leu Leu Ser Ala Gin Ser Leu Gly Val ser ser 
930 935 940 

Leu Asn Ser Gly Gin He Glu val He Met Asp Arg Arg Leu Met Gin 
945 950 955 960 

Asp Asp Asn Arg Gly Leu Glu Gin Gly lie Gin Asp Asn Lys He Thr 

965 970 975 

Ala Asn Leu Phe Arg lie Leu Leu Glu Lys Arg Ser Ala Val Asn Thr 

980 985 990 

Glu Glu Glu Lys Lys ser val Ser Tyr Pro Ser Leu Leu ser His He 
995 1000 1005 

Thr Ser Ser Leu Met Asn His Pro Val lie Pro Met Ala Asn Lys 
1010 1015 1020 

Phe ser Pro Thr Leu Glu Leu Gin Gly Glu Phe Ser Pro Leu Gin 
1025 1030 1035 

ser Ser Leu Pro Cys Asp lie His Leu val Asn Leu Arg Thr lie 
1040 1045 1050 
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Gin ser Lys Val Gly Asn Gly His Ser Asn Glu Ala Ala Leu lie 
1055 1060 1065 

Leu His Arg Lys Gly Phe Asp cys Arg Phe Ser Ser Lys Gly Thr 
1070 1075 1080 

Glv Leu Phe Cys Ser Thr Thr Gin Gly Lys lie Leu val Gin Lys 
1085 1090 1095 

Leu Leu Asn Lys Phe lie Val Glu Ser Leu Thr Pro ser Ser Leu 
1100 1105 1110 

ser Leu Met His ser Pro Pro Gly Thr Gin Asn lie Ser Glu lie 
1115 1120 1125 



Asn Leu Ser Pro - Met Glo~lTe Ser Thr Phe Arg-Tle Gin-Leu Arg 
1130 1135 1140 



<210> 6 

<211> 1139 

<212> PRT 

<213> Homo sapiens 

<400> 6 

Met Lys Leu Lys Lys Gin val Thr val cys Gly Ala Ala lie Phe Cys 
15 10 15 

Val Ala val Phe Ser Leu Tyr Leu Met Leu Asp Arg Val Gin His Asp 

20 25 30 

Pro Thr Arg His Gin Asn Gly Gly Asn Phe Pro Arg Ser Gin lie Ser 
35 40 45 

Val Leu Gin Asn Arg lie Glu Gin Leu Glu Gin Leu Leu Glu Glu Asn 
50 55 60 

His Glu lie lie Ser His lie Lys Asp Ser Val Leu Glu Leu Thr Ala 
65 70 75 80 

Asn Ala Glu Gly Pro Pro Ala Met Leu Pro Tyr Tyr Thr val Asn Gly 

85 90 95 

Ser Trp Val Val Pro Pro Glu Pro Arg Pro Ser Phe Phe Ser lie Ser 

100 105 110 

Pro Gin Asp Cys Gin Phe Ala Leu Gly Gly Arg Gly Gin Lys Pro Glu 
115 120 125 

Leu Gin Met Leu Thr val ser Glu Glu Leu Pro Phe Asp Asn val Asp 
130 135 140 



Gly Gly Val Trp Arg Gin Gly Phe Asp lie ser Tyr Asp Pro His Asp 
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145 



150 



EX05 -005patenti n . txt 

155 



160 



Trp Asp Ala Glu Asp Leu Gin val Phe val val Pro His ser His Asn 

165 170 17 5 

Asp Pro Gly Trp lie Lys Thr Phe Asp Lys Tyr Tyr Thr Glu Gin Thr 

180 185 190 

Gin His lie Leu Asn ser Met val Ser Lys Leu Gin Glu Asp Pro Arg 
195 200 205 

Arq Arq Phe Leu Trp Ala Glu Val Ser Phe Phe Ala Lys Trp Trp Asp 
210 215 220 



Asn lie Asn val Gin Lys Arg Ala Ala val Arg Arg Leu Val Gly Asn 

225 — —230" 2-3-5 240- 



Gly Gin Leu Glu lie Ala Thr Gly Gly Trp val Met Pro Asp Glu Ala 
y 245 250 255 

Asn ser His Tyr Phe Ala Leu He Asp Gin Leu lie Glu Gly His Gin 

260 265 270 

Trp Leu Glu Arg Asn Leu Gly Ala Thr Pro Arg Ser Gly Trp Ala val 
275 280 285 

asp Pro Phe Gly Tyr Ser Ser Thr Met Pro Tyr Leu Leu Arg Arg Ala 
290 295 300 

Asn Leu Thr Ser Met Leu He Gin Arg Val His Tyr Ala lie Lys Lys 
305 310 315 320 

His Phe Ala Ala Thr His Ser Leu Glu Phe Met Trp Arg Gin Thr Trp 

325 330 335 

Asp Ser Asp Ser Ser Thr Asp lie Phe Cys His Met Met Pro Phe Tyr 

340 345 350 

Ser Tyr Asp Val Pro His Thr Cys Gly Pro Asp Pro Lys lie cys Cys 
355 360 365 

Gin Phe Asp Phe Lys Arg Leu Pro Gly Gly Arg lie Asn cys Pro Trp 
370 375 380 

lvs Val Pro Pro Arq Ala lie Thr Glu Ala Asn Val Ala Glu Arg Ala 
385 390 395 400 

Ala Leu Leu Leu Asp Gin Tyr Arg Lys Lys ser Gin Leu Phe Arg ser 

405 410 415 

Asn Val Leu Leu val Pro Leu Gly Asp Asp Phe Arg Tyr Asp Lys Pro 
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420 425 430 

Gin Glu Trp Asp Ala Gin Phe Phe Asn Tyr Gin Arg Leu Phe Asp Phe 
435 440 445 

Phe Asn Ser Arg Pro Asn Leu His val Gin Ala Gin Phe Gly Thr Leu 
450 455 460 

ser Asp Tyr Phe Asp Ala Leu Tyr Lys Arg Thr Gly val Glu Pro Gly 
465 470 475 480 

Ala Arq Pro Pro Gly Phe Pro Val Leu Ser Gly Asp Phe Phe Ser Tyr 

485 490 495 

Ala Asp Arg Glu Asp His Tyr Trp Thr Gly Tyr Tyr Thr ser Arg Pro 

500 : 505— 510^ — — — — 



Phe Tyr Lys Ser Leu Asp Arg val Leu Glu Ala His Leu Arg Gly Ala 
515 520 525 

Glu Val Leu Tyr Ser Leu Ala Ala Ala His Ala Arg Arg Ser Gly Leu 
530 535 540 

Ala Glv Arq Tyr Pro Leu ser Asp Phe Thr Leu Leu Thr Glu Ala Arg 
545 550 555 560 

Arq Thr Leu Gly Leu Phe Gin His His Asp Ala lie Thr Gly Thr Ala 

565 570 575 

Lys Glu Ala Val val val Asp Tyr Gly val Arg Leu Leu Arg ser Leu 

580 585 590 

val Asn Leu Lys Gin Val lie He His Ala Ala His Tyr Leu val Leu 
595 600 605 

Gly Asp Lys Glu Thr Tyr His Phe Asp Pro Glu Ala Pro Phe Leu Gin 
610 615 620 

val Asp Asp Thr Arg Leu Ser His Asp Ala Leu Pro Glu Arg Thr val 
625 630 635 640 

lie Gin Leu Asp Ser Ser Pro Arg Phe val Val Leu Phe Asn pro Leu 

645 650 655 

Glu Gin Glu Arq Phe Ser Met val ser Leu Leu Val Asn Ser Pro Arg 

660 665 670 

Val Arq Val Leu ser Glu Glu Gly Gin Pro Leu Ala val Gin lie Ser 
675 680 685 

Ala His Trp Ser ser Ala Thr Glu Ala val Pro Asp val Tyr Gin Val 
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690 695 700 

Ser val Pro Val Arg Leu Pro Ala Leu Gly Leu Gly val Leu Gin Leu 
705 710 715 720 

Gin Leu Gly Leu Asp Gly His Arg Thr Leu Pro Ser ser val Arg lie 

725 730 735 

Tvr Leu His Gly Arg Gin Leu Ser Val ser Arg His Glu Ala Phe Pro 
y 740 745 750 

Leu Arg Val lie Asp Ser Gly Thr Ser Asp Phe Ala Leu ser Asn Arg 
755 760 765 

Tvr Met Gin Val Trp Phe Ser Gly Leu Thr Gly Leu Leu Lys ser lie 

— — 770 J — —775 780— — 



Arq Arg val Asp Glu Glu His Glu Gin Gin val Asp Met Gin val Leu 
785 790 795 800 

Val Tyr Gly Thr Arg Thr Ser Lys Asp Lys ser Gly Ala Tyr Leu Phe 

805 810 815 

Leu Pro Asp Gly Glu Ala ser Pro Thr Ser Pro Arg ser Pro Pro Cys 

K 820 825 830 

Cvs val ser Leu Lys Ala Leu Ser Ser Gin Arg Trp Leu Arg Thr Met 
835 840 845 

Ser Thr Phe Thr Arg Arg Ser Gly Phe Thr lie Cys Gin Gly Trp Arg 
850 855 860 

Gly cys Leu Trp Thr Tyr His Pro Trp Trp Thr Ser Gly Thr Thr Ser 
865 870 875 880 

Thr Arq Ser Trp Pro Cys Thr Ser He Gin Thr Ser Thr Ala Arg Val 
y 885 890 895 

Gin Pro Arg Arg Tyr Leu Lys Lys Leu Pro Leu Gin Ala Asn Phe Tyr 

900 905 910 

pro Met Pro Val Met Ala Tyr lie Gin Asp Ala Gin Lys Arg Leu Thr 
915 920 925 

Leu His Thr Ala Gin Ala Leu Gly Val Ser ser Leu Lys Asp Gly Gin 
930 935 940 

Leu Glu val lie Leu Asp Arg Arg Leu Met Gin Asp Asp Asn Arg Gly 
945 950 955 960 

Leu Gly Gin Gly Leu Lys Asp Asn Lys Arg Thr Cys Asn Arg Phe Arg 
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965 970 975 

Leu Leu Leu Glu Arg Arg Thr val Gly ser G~lu val Gin Asp ser His 

980 985 990 

Ser Thr ser Tyr Pro Ser Leu Leu ser His Leu Thr Ser Met Tyr Leu 
995 1000 1005 

Asn Ala Pro Ala Leu Ala Leu Pro Val Ala Arg Met Gin Leu Pro 
1010 1015 1020 

Glv Pro Gly Leu Arg ser Phe His Pro Leu Ala Ser Ser Leu Pro 
1025 1030 1035 

cvs Asp Phe His Leu Leu Asn Leu Arg Thr Leu Gin Ala Glu Glu 
--—1040 " — 1045 — - — 105 0 — — 



Asp Thr Leu Pro ser Ala Glu Thr Ala Leu lie Leu His Arg Lys 
1055 1060 1065 

Glv Phe Asp Cys Gly Leu Glu Ala Lys Asn Leu Gly Phe Asn cys 
1070 1075 1080 

Thr Thr Ser Gin Gly Lys val Ala Leu Gly Ser Leu Phe His Gly 
1085 1090 1095 

Leu Asp val val Phe Leu Gin Pro Thr ser Leu Thr Leu Leu Tyr 
1100 1105 1110 

Pro Leu Ala Ser pro ser Asn Ser Thr Asp val Tyr Leu Glu Pro 
1115 1120 1125 

Met Glu lie Ala Thr Phe Arg Leu Arg Leu Gly 
1130 1135 



BEST AVAILABLE rr> 



